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8.1.3.5 Multiplicity

There is a single primary efficacy endpoint (time to the first occurrence of a component of 
the composite renal endpoint:  doubling of serum creatinine, eGFR < 15 ml/min or the 
onset of chronic dialysis, renal transplant or renal death), and one primary comparison 
between placebo and Atrasentan 0.75 mg QD for the ITT responder set.  Other than a 
group-sequential adjustment for the interim analysis (Section 8.1.5), no additional 
adjustment for multiplicity is needed for the primary efficacy analysis.

To control the family-wise type I error rate at 0.05, each secondary endpoint will be tested 
at the interim or final analysis only when the primary endpoint is statistically significant at 
the corresponding analysis using the same alpha level as the alpha spent for the primary 
endpoint at the interim or final analysis, respectively, following a hierarchical (step-down) 
multiple testing procedure.  The primary efficacy comparison of the study will serve as 
the gatekeeper for the test of the secondary endpoints.

8.1.4 Safety Analyses

All safety analyses will be conducted on the all treated analysis sets (i.e., all-treat 
responder set, all-treated non-responder set, and all treated set, respectively) and the all 
Atrasentan analysis set (where indicated).  No formal statistical testing of treatment 
difference is planned.

Derivation of Safety Endpoints

Safety data collected from the first dose up to 45 days post last dose in the Double-Blind 
Period will be included in the relevant analyses for the all treated analysis sets, unless 
otherwise specified in the Statistical Analysis Plan (SAP) document.  Safety data collected 
during the Enrichment Period will be summarized for exploratory purposes for the all 
Atrasentan analysis set.
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Study Drug Exposure and Compliance

The number of days on study drug will be summarized by treatment group and overall.  
The number and percentage of subjects with at least 70% compliance with study drug at 
each visit will be summarized by treatment group and overall.

8.1.4.1 Adverse Events (AEs) Analyses

All AEs will be coded using the Medical Dictionary for Regulatory Activities (MedDRA).  
Treatment-emergent AEs (i.e., AEs that begin or worsen in severity after initiation of 
study drug) throughout the follow-up period of the study will be summarized by the 
treatment group in descending order of overall frequency by MedDRA preferred term, as 
well as by system organ class (SOC) and MedDRA preferred term.  The incidence rates of 
treatment-emergent AEs for each treatment group will be summarized.  Additionally, the 
treatment-emergent AEs will also be summarized by the relationship to study drug and 
their maximum severity.

The adverse events reported as reasons for discontinuation will be summarized by 
treatment group.  Serious adverse events will be evaluated in a similar manner.

Specifically, adverse events will be summarized by treatment group as described below:

1. An overview of the number and percentage of subjects with treatment-emergent 
adverse events.

2. A summary of the number and percentage of subjects with treatment-emergent 
adverse events by primary MedDRA system organ class and preferred term.

3. A summary of the number and percentage of subjects with treatment-emergent 
serious adverse events by primary MedDRA system organ class and preferred term.

4. A summary of the number and percentage of subjects with treatment-emergent 
adverse events leading to discontinuation by primary MedDRA system organ class 
and preferred term.
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5. A summary of the number and percentage of subjects with drug-related treatment-
emergent adverse events by primary MedDRA system organ class and preferred 
term.

6. A summary of the number and percentage of subjects with treatment-emergent 
adverse events by primary MedDRA system organ class, preferred term and 
maximum severity.

7. A summary of subject numbers associated with treatment-emergent adverse events 
by primary MedDRA system organ class and preferred term.

8.1.4.2 Clinical Laboratory Data

For each laboratory test, the mean change from baseline to the minimum, maximum, and 
to each visit will be summarized by treatment groups.  For selected laboratory tests of 
interests, the number and percentage of subjects whose laboratory value has shifted from 
normal at baseline to abnormally high or low at final will be tabulated by treatment group.

8.1.4.3 Vital Signs Data

The mean change from baseline to each visit in vital signs, including weight, will be 
summarized by treatment group.

8.1.4.4 ECG Analyses

The number and percentage of subjects with shifts from baseline to the final in the 
categories of normal, abnormal as indicated by the study site investigators will be 
summarized.  Shifts from baseline at each visit where ECG data is collected will be 
summarized similarly.

8.1.4.5 Safety Data in the Enrichment Period

Safety data in Enrichment Period and will be summarized.  Descriptive statistics, 
including the number of observations (N), mean, and standard deviation (SD) for 
continuous variables and counts and percentages for discrete variables, will be provided 
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for AE, serious AE, laboratory, vital sign and ECG parameters, for the Enrichment Period.  
In addition, the cumulative incidence of AE and serious AE adjusting for the duration of 
exposure on Atrasentan during the Enrichment Period and the Double-Blind Treatment 
Period will be summarized.  For subjects who discontinue prior to randomization or who 
are randomized to placebo, this duration of exposure on Atrasentan will be their duration 
of exposure in the Enrichment Period.

8.1.5 Interim Analysis

An interim analysis of efficacy will be performed when the number of accrued primary 
events in the responder population is in the range of 50% to 75% of the targeted 
425 events for the study.  An alpha-spending function approach will be used to ensure that 
the overall one-sided type I error rate will be controlled at 0.025 or less.  In addition, an 
interim analysis of efficacy data for futility only may be performed at an earlier time 
point.  No adjustment to the type I error rate will be made for the futility assessment.  

To preserve the integrity and the validity of trial data, an external Statistical Analysis 
Center will perform the requisite interim analyses and present the results to IDMC.  
Further details of the interim analysis plan will be provided in the Statistical Analysis Plan 
(SAP) and IDMC Charter.  In making any decision to recommend discontinuation of the 
study, either for superior efficacy of Atrasentan or for futility, the IDMC shall be guided 
by a formal stopping rule described in the SAP.

8.1.6 Independent Data Monitoring Committee (IDMC) and 
Independent External Statistician

This study will have an IDMC composed of at least two external clinicians and 
one external statistician to review and make recommendations based on the results of the 
unblinded interim analysis and periodic reviews of the safety of Atrasentan.  The IDMC 
membership and responsibilities, and details of the interim analyses and safety reviews, 
will be documented in a charter that will be prepared prior to the first IDMC review 
meeting.
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The AbbVie project statistician will serve as an intermediary between the external 
Statistical Analysis Center and the Sponsor if the IDMC has questions or requests for 
additional data.

Communications from the IDMC to the Sponsor will not contain information that can 
potentially unblind the representatives of the Sponsor directly responsible for the study.

The first IDMC meeting will occur after the first 30 subjects with a UACR < 0% 
(non-responders) are randomized and have completed the T1 visit or after the 
first 100 subjects have completed the enrichment period, whichever occurs first.  The 
second IDMC meeting will occur after the first 100 subjects are randomized.  
Subsequently IDMC meetings will occur after 25%, 50%, and 75% of the primary end-
points have occurred.  In addition, the IDMC will meet at least every 6 months and, if 
necessary, at times other than those scheduled if either the Sponsor or the IDMC 
determines that an unplanned meeting is warranted based on safety concerns.

The IDMC will make recommendation(s) to AbbVie (Sponsor representative) based on 
their review.  The Sponsor representative will accept or reject the IDMC's 
recommendation.

The IDMC will review unblinded efficacy data as specified in Section 8.1.5.

8.2 Determination of Sample Size

The sample size for the Double-Blind Treatment Period is calculated based on the primary 
efficacy endpoint of time to the first occurrence of a renal composite event comparing 
Atrasentan treatment with placebo in the responder population.  A total of 425 events in 
the ITT set are needed to detect a 27% hazard reduction (HR of 0.73) with approximately 
90% power at two-sided alpha level of 0.05.  Based on the annual event rate in RENAAL 
study (~13%) and ALTITUDE (~3%), our estimate of the annual placebo event rate in our 
study is 6%.21,22  With the assumption of annual event rate of 6% in placebo group, 
42-month accrual period, approximate 6 year duration of the Double-Blind Period, and an 
annualized lost to follow-up rate of 2%, a total of approximately 2,500 subjects who 
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achieve at least 30% reduction in UACR (responders) during the Enrichment Period 
(1,250 subjects per group) are needed for randomization.

In addition, approximately 1,000 subjects who achieve less than 30% reduction in UACR 
(non-responders) in Enrichment period will also be randomized in a 1:1 ratio to 
Atrasentan treatment or placebo since it has not been determined whether Atrasentan can
reduce long-term CKD progression in this population.

8.3 Randomization Methods

Subjects will be randomized to Placebo QD (plus stable dose of RAS inhibitor) or 
Atrasentan 0.75 mg QD (plus stable dose of RAS inhibitor) in a 1:1 ratio at the beginning 
of the Double-Blind Treatment Period.  The Randomization will be stratified by the 
following factors:  

● Geographic region (North America, Latin America, Europe, Asia Pacific, and 
Japan),

● UACR level at the beginning of the Enrichment Period ≤ or > 1000 mg/g, and
● UACR reduction during the Enrichment Period:  < 0% (approximately at 250); 

0% to < 15% and 15% to < 30% (approximately at 750); 30% to < 45%, 45% 
to < 60% and ≥ 60%.

A strategy will be utilized to provide gating of subjects into the responder and non-
responder groups in order to allow for temporal similarity in accrual of subjects and 
relatively similar exposure times on study drug.  The implementation of the 
responder/non-responder ratio will be through the IRT system.

9.0 Ethics

9.1 Independent Ethics Committee (IEC) or Institutional Review 
Board (IRB)

Good Clinical Practice (GCP) requires that the clinical protocol, any protocol 
amendments, the Investigator's Brochure, the informed consent and all other forms of 
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subject information related to the study (e.g., advertisements used to recruit subjects) and 
any other necessary documents be reviewed by an IEC/IRB.  The IEC/IRB will review the 
ethical, scientific and medical appropriateness of the study before it is conducted.  
IEC/IRB approval of the protocol, informed consent and subject information and/or 
advertising, as relevant, will be obtained prior to the authorization of drug shipment to a 
study site.

Any amendments to the protocol will require IEC/IRB approval prior to implementation 
of any changes made to the study design.  The Investigator will be required to submit, 
maintain and archive study essential documents according to ICH GCP.

Any serious adverse events that meet the reporting criteria, as dictated by local 
regulations, will be reported to both responsible Ethics Committees and Regulatory 
Agencies, as required by local regulations.  During the conduct of the study, the 
Investigator should promptly provide written reports (e.g., ICH Expedited Reports, and 
any additional reports required by local regulations) to the IEC/IRB of any changes that 
affect the conduct of the study and/or increase the risk to subjects.  Written documentation 
of the submission to the IEC/IRB should also be provided to AbbVie.

9.2 Ethical Conduct of the Study

The study will be conducted in accordance with the protocol, International Conference on 
Harmonization (ICH) guidelines, applicable regulations and guidelines governing clinical 
study conduct and the ethical principles that have their origin in the Declaration of 
Helsinki.  Responsibilities of the Clinical Investigator are specified in Appendix A.

9.3 Subject Information and Consent

The Investigator or his/her representative will explain the nature of the study to the 
subject, and answer all questions regarding this study.  Prior to any study-related 
screening procedures being performed on the subject, the informed consent statement will 
be reviewed and signed and dated by the subject, the person who administered the 
informed consent, and any other signatories according to local requirements.  A copy of 
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the informed consent form will be given to the subject and the original will be placed in 
the subject's medical record.  An entry must also be made in the subject's dated source 
documents to confirm that informed consent was obtained prior to any study-related 
procedures and that the subject received a signed copy.

Pre-screening will only be performed if the subject has voluntarily signed and dated a 
pre-screening informed consent, approved by an IRB/IEC, after the nature of the testing 
has been explained and the subject has had an opportunity to ask questions.  The 
pre-screening informed consent must be signed before the pre-screening testing is 
performed.  If the subject does not consent to the pre-screening testing, it will not impact 
the subject's participation in the study.

Pharmacogenetic sample collection and analysis will only be performed if the subject has 
voluntarily signed and dated a pharmacogenetic informed consent, approved by an 
IRB/IEC, after the nature of the testing has been explained and the subject has had an 
opportunity to ask questions.  The pharmacogenetic informed consent must be signed 
before the pharmacogenetic testing is performed.  If the subject does not consent to the 
pharmacogenetic testing, it will not impact the subject's participation in the study.

Twenty four-hour urine sub-study testing will only be performed if the subject has 
voluntarily signed and dated a 24-hour urine informed consent, approved by an IRB/IEC, 
after the nature of the sub-study testing has been explained and the subject has had an 
opportunity to ask questions.  The 24-hour urine sub-study informed consent must be 
signed before the 24-hour urine collections are taken.  If the subject does not consent to 
the 24-hour urine sub-study testing, it will not impact the subject's participation in the 
study.

If the subject has provided consent, the subject's primary physician will be notified about 
the subject's involvement in the study once the subject has entered the Run-In Period.  
This is not applicable if the Investigator is the subject's primary physician or if the subject 
does not have a primary physician.
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If the subject is willing, he/she will be asked to provide a name and phone number for a 
secondary contact in the event that the Investigator is unable to reach the subject for 
follow-up.

9.3.1 Informed Consent Form and Explanatory Material

In Japan, the Investigator will prepare the consent form and explanatory material required 
to obtain subject's consent to participate in the study with the cooperation of the sponsor 
and will revise these documents as required.  The prepared or revised consent forms and 
explanatory material will be submitted to the sponsor.  Approval of the IRB will be 
obtained prior to use in the study.

9.3.2 Revision of the Consent Form and Explanatory Material

In Japan, when important new information related to the subject's consent becomes 
available, the Investigator will revise the consent form and explanatory material based on 
the information without delay and will obtain the approval of the IRB prior to use in the 
study.  The Investigator will provide the information, without delay, to each subject 
already participating in the study, and will confirm the intention of each subject to 
continue the study or not.  The Investigator shall also provide a further explanation using 
the revised form and explanatory material and shall obtain written consent from each 
subject of their own free will to continue participating in the study.

10.0 Source Documents and Case Report Form 
Completion

10.1 Source Documents

Source documents are defined as original documents, data and records.  This may include 
hospital records, clinical and office charts, laboratory data/information, subjects' diaries or 
evaluation checklists, pharmacy dispensing and other records, recorded data from 
automated instruments, microfiches, photographic negatives, microfilm or magnetic 
media, and/or x-rays.  Data collected during this study must be recorded on the 
appropriate source documents.
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The Investigator(s)/institution(s) will permit study-related monitoring, audits, IEC/IRB 
review, and regulatory inspection(s), providing direct access to source data documents.

10.2 Case Report Forms

Case report forms (CRF) must be completed for each subject screened/enrolled in this 
study.  These forms will be used to transmit information collected during the study to 
AbbVie and regulatory authorities, as applicable.  The CRF data for this study are being 
collected with an electronic data capture (EDC) system called Rave® provided by the 
technology vendor Medidata Solutions Incorporated, NY, USA.  The EDC system and the 
study-specific electronic case report forms (eCRFs) will comply with Title 21 CFR 
Part 11.  The documentation related to the validation of the EDC system is available 
through the vendor, Medidata, while the validation of the study-specific eCRFs will be 
conducted by AbbVie and will be maintained in the Trial Master File at AbbVie.

The Investigator will document subject data in his/her own subject files.  These subject 
files will serve as source data for the study.  All eCRF data required by this protocol will 
be recorded by investigative site personnel in the EDC system.  All data entered into the 
eCRF will be supported by source documentation including adjudicated primary and 
secondary endpoints.

The Investigator or an authorized member of the Investigator's staff will make any 
necessary corrections to the eCRF.  All change information, including the date and person 
performing the corrections, will be available via the audit trail, which is part of the EDC 
system.  For any correction, a reason for the alteration will be provided.  The eCRFs will 
be reviewed periodically for completeness, legibility, and acceptability by AbbVie 
personnel (or their representatives).  AbbVie (or their representatives) will also be allowed 
access to all source documents pertinent to the study in order to verify eCRF entries.  The 
Principal Investigator will review the eCRFs for completeness and accuracy and provide 
his or her electronic signature and date to eCRFs as evidence thereof.
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Medidata will provide access to the EDC system for the duration of the trial through a 
password-protected method of internet access.  Such access will be removed from 
Investigator sites at the end of the site's participation in the study.  Data from the EDC 
system will be archived on appropriate data media (CD-ROM, etc.) and provided to the 
Investigator at that time as a durable record of the site's eCRF data.  It will be possible for 
the Investigator to make paper printouts from that media.

Subject completed Quality of Life surveys will be recorded directly on the paper 
questionnaire and the site staff will enter data directly into the eCRF.

11.0 Data Quality Assurance

Prior to the initiation of the study, an Investigator's meeting will be held with AbbVie 
personnel, the Investigators and appropriate site personnel, and the clinical research 
associates (CRA) for the study.  This meeting will include a detailed discussion of the 
protocol, performance of study procedures, CRF completion, and specimen collection 
methods.  In addition to the Investigator's meeting, the study personnel at each site will be 
trained on the study procedures by a CRA at a study initiation visit and will be given an 
eCRF completion workbook for reference.

The CRAs will monitor each site throughout the study.  Source document verification will 
be performed against entries on the eCRF and a quality assurance check will be performed 
to ensure that the Investigator is complying with the protocol and regulations.  In addition, 
after eCRFs are retrieved by the CRA, a review of the data will be conducted by a 
physician and a clinical review team at AbbVie.  Computer logic and manual checks will 
be created to identify items such as inconsistent study dates.  Any necessary corrections 
will be made to the eCRF and documented via addenda or audit trail.

Routine hematology, serum chemistry, and urinalysis will be conducted using a central 
laboratory.  The data from these analyses will be electronically transferred from the 
central laboratory to the study database.  A final review of all laboratory results will be 
conducted by a physician and clinical review team at AbbVie.
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12.0 Use of Information

All information concerning Atrasentan and AbbVie operations, such as AbbVie patent 
applications, formulas, manufacturing processes, basic scientific data, or formulation 
information, supplied by AbbVie and not previously published is considered confidential 
information.

The information developed during the conduct of this clinical study is also considered 
confidential and will be used by AbbVie in connection with the development of 
Atrasentan.  This information may be disclosed as deemed necessary by AbbVie to other 
clinical Investigators, other pharmaceutical companies, to the US Food and Drug 
Administration (FDA) and to other governmental agencies.  To allow for the use of the 
information derived from this clinical study and to ensure complete and thorough analysis, 
the Investigator is obligated to provide AbbVie with complete test results and all data 
developed in this study and to provide direct access to source data/documents for 
trial-related monitoring, audits, IRB/IEC review and regulatory inspection.

This confidential information shall remain the sole property of AbbVie, shall not be 
disclosed to others without the written consent of AbbVie and shall not be used except in 
the performance of this study.

The Investigator will maintain a confidential subject identification code list of all subjects 
enrolled in the study (by name and subject number).  This list will be maintained at the 
site and will not be retrieved by AbbVie.

Any pharmacogenetic research that may be done using DNA samples from this study will 
be experimental in nature and the results will not be suitable for clinical decision making 
or patient management.  Hence, neither the Investigator, the subject, nor the subject's 
physician (if different from the Investigator) will be informed of individual subject 
pharmacogenetic results, should analyses be performed, nor will anyone not directly 
involved in this research.  Correspondingly, genetic researchers will have no access to 
subject identifiers.  Individual results will not be reported to anyone not directly involved 
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in this research other than for regulatory purposes.  Aggregate pharmacogenetic 
information from this study may be used in scientific publications or presented at medical 
conventions.  Pharmacogenetic information will be published or presented only in a way 
that does not identify any individual subject.

13.0 Completion of the Study

The Investigator will conduct the study in compliance with the protocol and complete the 
study within the timeframe specified in the contract between the Investigator and AbbVie.  
Continuation of this study beyond this date must be mutually agreed upon in writing by 
both the Investigator and AbbVie.  The Investigator will provide a final report to the 
IEC/IRB following conclusion of the study, and will forward a copy of this report to 
AbbVie or their representative.

The Investigator must retain any records related to the study according to local 
requirements.  If the Investigator is not able to retain the records, he/she must notify 
AbbVie to arrange alternative archiving options.

AbbVie will select the signatory Investigator from the Investigators who participate in the 
study.  Selection criteria for this Investigator will include level of participation as well as 
significant knowledge of the clinical research, investigational drug and study protocol.  
The signatory Investigator for the study will review and sign the final study report in 
accordance with the European Agency for the Evaluation of Medicinal Products (EMEA) 
Guidance on Investigator's Signature for Study Reports.

The end-of-study is defined as the date of the last subject's last visit.

The Last Subject Last Visit date is defined as the last date of an observation or contact 
with a subject.
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14.0 Investigator's Agreement

1. I have received and reviewed the Investigator's Brochure for Atrasentan and the 
product labeling for Atrasentan.

2. I have read this protocol and agree that the study is ethical.

3. I agree to conduct the study as outlined and in accordance with all applicable 
regulations and guidelines.

4. I agree to maintain the confidentiality of all information received or developed in 
connection with this protocol.

5. I agree that all electronic signatures will be considered the equivalent of a 
handwritten signature and will be legally binding.

Protocol Title: A Randomized, Multicountry, Multicenter, Double-Blind, Parallel, 
Placebo-Controlled Study of the Effects of Atrasentan on Renal 
Outcomes in Subjects with Type 2 Diabetes and Nephropathy 
SONAR:  Study of Diabetic Nephropathy with Atrasentan

Protocol Date: 19 May 2017

Signature of Principal Investigator Date

Name of Principal Investigator (printed or typed)
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Appendix A. Responsibilities of the Clinical Investigator

Clinical research studies sponsored by AbbVie are subject to the Good Clinical Practices 
(GCP) and local regulations and guidelines governing the study at the site location.  In 
signing the Investigator Agreement in Section 14.0 of this protocol, the Investigator is 
agreeing to the following:

1. Conducting the study in accordance with the relevant, current protocol, making 
changes in a protocol only after notifying AbbVie, except when necessary to 
protect the safety, rights or welfare of subjects.

2. Personally conducting or supervising the described investigation(s).

3. Informing all subjects, or persons used as controls, that the drugs are being used for 
investigational purposes and complying with the requirements relating to informed 
consent and ethics committees (e.g., independent ethics committee [IEC] or 
institutional review board [IRB]) review and approval of the protocol and 
amendments.

4. Reporting adverse experiences that occur in the course of the investigation(s) to 
AbbVie and the site director.

5. Reading the information in the Investigator's Brochure/safety material provided, 
including the instructions for use and the potential risks and side effects of the 
investigational product(s).

6. Informing all associates, colleagues, and employees assisting in the conduct of the 
study about their obligations in meeting the above commitments.

7. Maintaining adequate and accurate records of the conduct of the study, making
those records available for inspection by representatives of AbbVie and/or the 
appropriate regulatory agency, and retaining all study-related documents until 
notification from AbbVie.

8. Maintaining records demonstrating that an ethics committee reviewed and
approved the initial clinical investigation and all amendments.
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9. Reporting promptly, all changes in the research activity and all unanticipated 
problems involving risks to human subjects or others, to the appropriate individuals 
(e.g., coordinating Investigator, institution director) and/or directly to the ethics 
committees and AbbVie.

10. Following the protocol and not make any changes in the research without ethics 
committee approval, except where necessary to eliminate apparent immediate 
hazards to human subjects.
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Appendix B. List of Protocol Signatories

Name Title Functional Area
General Medicine Therapeutic Area
General Medicine Therapeutic Area
Clinical
Data and Statistical Sciences, Statistics
Bioanalysis
Pharmacokinetics and 
Pharmacodynamics
Clinical Drug Supply Management
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Appendix C. Protocol Amendment:  List of Changes

The summary of changes is listed in Section 1.1.

Specific Protocol Changes:

Section 1.0  Title Page
"Sponsor/Emergency Contact:" previously read:

Sponsor/Emergency 
  Contact:

Has been changed to read

Sponsor/Emergency 
  Contact:
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Section 1.2  Synopsis
Previously read:

AbbVie Inc. Protocol Number:  M11-352
Name of Study Drug:  Atrasentan (ABT-627) Phase of Development:  3
Name of Active Ingredient:  (2R,3R,4S)-4-
(1,3-benzodioxol-5-yl)-1-[2-(dibutylamino)-2-
oxoethyl])-2-(4-methoxyphenyl) pyrrolidine-3-
carboxylic acid, monohydrochloride

Date of Protocol Synopsis:  11 February 2015

Protocol Title:  A Randomized, Multicountry, Multicenter, Double-Blind, Parallel, Placebo-Controlled 
Study of the Effects of Atrasentan on Renal Outcomes in Subjects with Type 2 Diabetes and 
Nephropathy - SONAR:  Study of Diabetic Nephropathy with Atrasentan
Objectives:  The study objective is to evaluate the effect of Atrasentan compared with placebo on time 
to doubling of serum creatinine or the onset of end stage renal disease (ESRD) in subjects with type 2 
diabetes and nephropathy who are treated with the maximum tolerated labeled daily dose (MTLDD) of a 
Renin-Angiotensin System (RAS) inhibitor.  In addition, the study will assess the effects of Atrasentan 
compared with placebo on cardiovascular morbidity and mortality, urine albumin excretion, changes in 
estimated glomerular filtration rate (eGFR), as well as on the impact on quality of life in subjects with 
type 2 diabetes and nephropathy.
Investigators:  Multicenter study
Study Sites:  800 – 900 sites globally.
Study Population:  Subjects that have type 2 diabetes with nephropathy (eGFR of 
25 – 75 ml/min/1.73 m2 and a urinary albumin to creatinine ratio (UACR) ≥ 300 mg/g creatinine and 
< 5,000 mg/g).
Number of Subjects to be Enrolled:  Approximately 4,148 subjects will be randomized to the 
Double-Blind Treatment Period.
Overall Study Design:
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Methodology:
This is a prospective, randomized, double-blind, enriched-population, placebo-controlled, multicenter 
study.  Eligible subjects will proceed to a run-in period to optimize RAS inhibitor and diuretic doses.
Following the Run-in period, eligible subjects will enter the Enrichment Period in which all will receive 
Atrasentan 0.75 mg once daily (QD) to determine their UACR response and to assess tolerability of 
Atrasentan.  Approximately 3,148 responders (UACR reduction ≥ 30% from baseline) and 
approximately 1,000 non-responders (UACR reduction < 30% from baseline) will then be randomized 
1:1 into the double-blind treatment period.
The double-blind treatment period is estimated to continue for approximately 48 months.  Subjects' 
doses of RAS inhibitors and diuretic should be stable during the treatment period and remain unchanged 
through the end of the study.  If at any time during the study there is an interruption or decrease of RAS 
inhibitor dose, resumption of the previous dose should be attempted within 1 month, according to the 
Investigator's medical judgment.  If there is significant worsening of peripheral edema or other 
symptoms of fluid overload, such as dyspnea with walking or lying down, during any of the treatment 
visits, the Investigator may adjust the diuretic dose as needed.  The study will continue until 425 distinct 
primary renal composite events (doubling of serum creatinine or the onset of ESRD) occurring in the 
responder population have been adjudicated by an independent Events Adjudication Committee (EAC).  
Subjects who reach the endpoint of doubling of serum creatinine or eGFR < 15 ml/min/1.73 m2 will 
remain on study drug until they reach chronic dialysis, renal transplantation or renal death or the 
completion of the trial.  If a subject stops taking study drug, every attempt will be made to keep him/her 
in the study by continuing scheduled study visits and restarting study drug if medically appropriate at the 
discretion of the Investigator.  After 425 events have occurred in the responder population, all subjects 
will discontinue study drug and return for a Final Treatment visit and 45-day follow-up visit.  After the 
follow-up visit, all subjects who have not reached the endpoints of dialysis, renal transplantation or renal 
death will be eligible to enroll in a separate open-label extension study where each subject receives 
Atrasentan.
Diagnosis and Main Criteria for Inclusion/Exclusion:
Main Inclusion:
To be eligible for initial entry into the study, subjects must meet all of the following criteria:

! Subject is 18 – 85 years of age at the initial Screening visit (S1).
! Subject, or legal representative, has voluntarily signed and dated an Informed Consent Form, 

approved by an Institutional Review Board (IRB)/Independent Ethics Committee (IEC), after 
the nature of the study has been explained and the subject has had the opportunity to ask 
questions.  The informed consent must be signed before any study-specific procedures are 
performed.

! Subject has type 2 diabetes (including patients with latent autoimmune diabetes or 
insulin-treated patients without a history of diabetic ketoacidosis who also have a negative 
anti-glutamic acid decarboxylase test AND an elevated post-prandial serum C-peptide level) 
and has been treated with at least one anti-hyperglycemic medication and ACEi/or ARB (RAS 
inhibitor) for at least 4 weeks prior to the Screening S2 visit.
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Diagnosis and Main Criteria for Inclusion/Exclusion (Continued):
Main Inclusion (Continued):
For entry into the Run-In Period, the subject must satisfy the following criteria:  

! Screening laboratory values:
o Estimated GFR 25 to 75 ml/min/1.73 m2 and a UACR ≥ 300 and < 5,000 mg/g 

(≥ 34 mg/mmol and < 565 mg/mmol);
o Serum albumin ≥ 2.5 g/dL (25 g/L);
o BNP ≤ 200 pg/mL (200 ng/L);
o Serum Potassium ≥ 3.5 mEq/L (3.5 mmol/L) ≤ 6.0 mEq/L (6.0 mmol/L); and
o SBP ≥ 110 and ≤ 180 mmHg at any time during the Screening Period.

! Subjects on a MTLDD of a RAS inhibitor for ≥ 4 weeks and on a diuretic at the time of 
screening, and who satisfy the above criteria may proceed directly to the last visit in the Run-In 
Period (R6 visit).

! Subjects on a MTLDD RAS inhibitor for ≥ 4 weeks and not on a diuretic (unless medically 
contra-indicated) at the time of Screening will start with a diuretic and participate in Run-In for 
at least 2 weeks.

Main Exclusion:
Subjects meeting any of the following criteria will be excluded from the study:

! Subject has a history of severe peripheral edema or facial edema requiring diuretics unrelated 
to trauma or a history of myxedema in the prior 4 weeks to the initial Screening S1 visit.

! Subject has a history of pulmonary hypertension, pulmonary fibrosis or any lung disease 
requiring oxygen therapy (e.g., chronic obstructive pulmonary disease, emphysema).

! Subject has a documented diagnosis of heart failure, previous hospitalization for heart failure 
or current or constellation of symptoms (dyspnea on exertion, pedal edema, orthopnea, 
paroxysmal nocturnal dyspnea) felt to be compatible with heart failure, that was not explained 
by other causes, and for which there was a change in medication or other management directed 
at heart failure.

! Subject has known non-diabetic kidney disease (other than kidney stones).
! Subject has elevated liver enzymes (serum alanine aminotransaminase [ALT] and/or serum 

aspartate aminotransaminase [AST]) > 3 × the upper limit of normal (ULN).
! Subject is currently receiving rosiglitazone, moxonidine, aldosterone blockers, aliskiren, or a 

combination of ACEi and ARB.
Investigational Product: Atrasentan
Dose: 0.75 mg once daily (QD)
Mode of Administration: Oral
Reference Therapy: Placebo
Dose: Not Applicable
Mode of Administration: Oral
Duration of Treatment:  Estimated 48-month Double-Blind Treatment Period.
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Criteria for Evaluation:
Efficacy:
Primary Efficacy Endpoint:
Time to the first occurrence of a component of the composite renal endpoint:  doubling of serum 
creatinine (confirmed by a 30-day serum creatinine) or the onset of ESRD (eGFR < 15 ml/min/1.73 m2

confirmed by a 90-day eGFR, receiving chronic dialysis, renal transplantation or renal death).
Secondary Efficacy Endpoints:

! Time to a 50% eGFR reduction.
! Time to cardio-renal composite endpoint:  confirmed doubling of serum creatinine, ESRD, CV 

death, nonfatal myocardial infarction, nonfatal stroke.
! Time to first occurrence of a component of composite renal end-point: confirmed doubling of 

serum creatinine, or the onset of ESRD for all randomized subjects (pooled).
! Time to the CV composite endpoint:  CV death, nonfatal myocardial infarction and nonfatal 

stroke.
Pharmacokinetic:
Atrasentan clearance (CL/F) and volume of distribution (Vss/f) will be determined using population 
pharmacokinetic techniques.
Pharmacodynamic:
The relationship between Atrasentan exposure and clinical efficacy and/or safety response(s) may be 
explored.
Statistical Methods:
Analysis Datasets:
The following datasets will be used for the analysis of all efficacy and other non-safety endpoints.  For 
these analyses, subjects will be analyzed in the treatment group to which they were randomized.

! The Intention-to-treat (ITT) Responder Set will serve as the primary dataset for the analysis 
of efficacy in this study.  It will consist of all randomized subjects who achieve at least 30% 
reduction in UACR in the Enrichment Period (responders).

! The ITT Non-responder Set will consist of all randomized subjects who achieve less than 30% 
reduction in UACR in the Enrichment Period (non-responders).

! The ITT Pooled Set will consist of all randomized subjects (both responders and 
non-responders) and will be used for a pooled analysis of efficacy.

The following datasets will be used for the analysis of safety endpoints.  For these analyses, subjects will 
be analyzed according to the treatment they actually receive during the double-blind phase.

! The All Treated Responder Set includes all randomized subjects who achieve at least 30% 
reduction in UACR in the Enrichment Period and receive at least one dose of study drug during
double-blind phase.

! The All Treated Non-responder Set includes all randomized subjects who achieve less than 
30% reduction in UACR in the Enrichment Period and receive at least one dose of study drug 
during double-blind phase.

! The All Treated Set includes all randomized subjects who receive at least one dose of study 
drug during double-blind phase.
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Statistical Methods (Continued):
Analysis Datasets (Continued):
Additionally, an All Atrasentan Set comprising all subjects who receive at least one dose of Atrasentan, 
including both Enrichment and Double-Blind Treatment Periods, is defined for the purposes of data 
analysis.
Sample Size Determination:
The sample size for the Double-Blind Treatment Period is based on the primary efficacy endpoint of 
time to the renal composite event comparing Atrasentan to placebo.  A total of 425 events in the ITT set 
is required to detect a 27% hazard reduction (HR of 0.73) with 90% power using a log-rank test at a 
two-sided significance level of 0.05.  Based on the annual event rate in RENAAL study (~13%) and 
ALTITUDE (~3%), the estimate of the annual placebo event rate in the SONAR study is 6%, With the 
assumption of annual event rate of 6% in placebo group, 24-month accrual period, approximate 
48-month double-blind treatment duration and the discontinuation rate of 15%, 3,148 subjects who 
achieve at least 30% UACR reduction (responders) in the Enrichment Period (1,574 subjects per group) 
would be needed to be randomized.
In addition, 1,000 subjects who achieve less than 30% UACR reduction in the Enrichment Period will 
also be randomized in a 1:1 ratio to Atrasentan or placebo.
Definition of Baseline:
For treatment comparisons and summaries based on the Double-Blind Treatment Period, baseline values 
refer to the last non-missing value observed prior to or at the time of randomization.  This includes 
treatment comparisons performed for the ITT analysis sets (ITT responder set, ITT non-responder set 
and the ITT pooled set).
For purposes of summarizing safety and efficacy for the Enrichment Period and the entire study 
treatment period (Enrichment and Double-Blind Treatment Period combined), baseline values refer to 
the last non-missing value observed prior to or pre-dose on the first day of Atrasentan therapy 
(Treatment Day 1) at the beginning of the Enrichment Period. 
For specific purposes, e.g., determination of doubling of serum creatinine, the values prior to Enrichment 
may be used as reference values.
Primary Efficacy Analysis:
The primary efficacy analysis for treatment comparison will be conducted on the ITT responder set for 
the primary efficacy endpoint using a stratified log-rank test, adjusting for the following stratification 
factors:

! Geographical region (North America, Latin America, Europe, Asia Pacific, and Japan), 
! UACR level at the beginning of the Enrichment Period (≤ 1,000 mg/g [113 mg/mmol] or 

> 1,000 mg/g [113 mg/mmol]), and 
! UACR reduction during Enrichment Period (30% – < 45%, 45% – < 60%, and ≥ 60%).  

Kaplan-Meier estimates for cumulative event rates will be plotted.  A Cox proportional-hazards 
regression model with treatment group and the above stratification factors as explanatory variables will 
be performed to estimate the hazard ratio of events comparing placebo to Atrasentan, and its 95% 
confidence interval.
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Statistical Methods (Continued):
Primary Efficacy Analysis (Continued):
In addition, the individual components of the primary efficacy endpoint, i.e., the time to the 
first occurrence of doubling of serum creatinine (confirmed by a 30-day serum creatinine) and the time 
to the first occurrence of the onset will be analyzed separately using the same methods as specified 
above.  In analyzing the individual components, first occurrence of only that specific endpoint will be 
considered as events. 
Subgroup analyses for subgroups based on age, gender, race and important baseline characteristics will 
also be performed.
Secondary Efficacy Analysis:
These pre-specified secondary efficacy endpoints are listed according to their clinical importance and 
will be analyzed in a hierarchical (step-down) fashion.  The analyses of these time-to-event endpoints of 
a 50% eGFR reduction (ITT responder set), a cardio-renal composite endpoint (ITT responder set), the 
composite renal endpoint (ITT pooled set), and the CV composite endpoint (ITT responder set), will 
follow the same methods as specified for the primary efficacy analysis.
Pharmacokinetics:
Population modeling techniques will be used to estimate population central values for Atrasentan 
clearance (CL/F) and volume of distribution (Vss/f), and post hoc values of these parameters for the 
individual subjects will also be estimated.  Additional parameters may be estimated if useful in the 
interpretation of the data.
Safety:
All safety analyses will be conducted on the all treated analysis sets (i.e., all treated responder set, all 
treated non-responder set and all treated set, respectively) and the all Atrasentan analysis set (where 
indicated).  No formal statistical tests of treatment difference are planned.
Derivation of Safety Endpoints:
Safety data collected from randomization up to the 45-day Follow-up visit will be included in the 
relevant analyses for the all treated analysis sets, unless otherwise specified in the Statistical Analysis 
Plan (SAP) document.  Safety data collected during the Enrichment Period will be summarized for 
exploratory purposes for the all Atrasentan analysis set.
Study Drug Exposure and Compliance:
The number of days on study drug will be summarized by treatment group and overall.  The number and 
percentage of subjects with at least 70% compliance with study drug at each visit will be summarized by 
treatment group and overall.
Adverse Events (AEs) Analyses:
All AEs will be coded using the Medical Dictionary for Regulatory Activities (MedDRA).  
Treatment-emergent AEs (i.e., AEs that begin or worsen in severity after initiation of study drug) 
throughout the follow-up period of the study will be summarized by the treatment group in descending 
order of overall frequency by MedDRA preferred term, as well as by system organ class (SOC) and 
MedDRA preferred term.  The incidence rates of treatment-emergent AEs for each treatment group will 
be summarized.  Additionally, the treatment-emergent AEs and serious adverse events (SAEs) will also 
be summarized by the relationship to study drug and their maximum severity.
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Statistical Methods (Continued):
Laboratory Data:
For each laboratory test, the mean change from baseline to the minimum, maximum, and to each visit 
will be summarized by treatment groups.  For selected laboratory tests of interests, the number and 
percentage of subjects whose laboratory value has shifted from normal at baseline to abnormally high or 
low at final will be tabulated by treatment group.
Interim Analysis:
One interim analysis of the primary efficacy endpoint will be performed when approximately 50% of the 
events (total of adjudicated and unadjudicated) required for completion of the trial are available.  The 
primary analysis will be based on the EAC-adjudicated events.  Supportive analyses will also be based 
upon both the total of adjudicated and unadjudicated events.  A futility stopping boundary is specified 
using Gamma (–6) as the beta-spending function (Hwang et al).
An alpha spending of 0.0009 using a Gamma (–8) function will also be applied to the interim analysis.  
Hence for the final analyses, the primary efficacy endpoint will be tested at an expected nominal alpha 
level of 0.0498.  The final adjustment will be based on the exact number of EAC-adjudicated events 
observed for the interim analysis. 
To preserve the integrity and the validity of trial data, an external Statistical Analysis Center will 
perform the interim analysis.
Independent Data Monitoring Committee:
This study will have an IDMC composed of at least two external clinicians and one external statistician 
to review and make recommendations based on the results of the unblinded interim analysis and periodic 
reviews of the safety of Atrasentan. 
Adjudication of Potential Outcome Events:
An independent events adjudication committee (EAC), blinded to study treatment assignment, will 
adjudicate all events that have the potential to be considered endpoints that will be specified in the EAC 
charter.
Steering Committee:
A steering committee will be involved in the design and implementation of the study.  Its membership 
will be representative of the global nature of the study sites and regular meetings will be conducted to 
evaluate the conduct of the trial, including evaluations from the IDMC and EAC.
References:
Hwang IK, Shih WJ, De Cani JS.  Group sequential designs using a family of type I error probability 
spending functions.  Stat Med.  1990;9(12):1439-45.
Westfall PH, Krishen A.  Optimally weighted, fixed sequence and gatekeeper multiple testing 
procedures.  J Stat Plan Inference.  2001;99:25-40.
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Has been changed to read:

AbbVie Inc. Protocol Number:  M11-352
Name of Study Drug:  Atrasentan (ABT-627) Phase of Development:  3
Name of Active Ingredient:  (2R,3R,4S)-4-
(1,3-benzodioxol-5-yl)-1-[2-(dibutylamino)-2-
oxoethyl])-2-(4-methoxyphenyl) pyrrolidine-3-
carboxylic acid, monohydrochloride

Date of Protocol Synopsis:  19 May 2017

Protocol Title:  A Randomized, Multicountry, Multicenter, Double-Blind, Parallel, Placebo-Controlled 
Study of the Effects of Atrasentan on Renal Outcomes in Subjects with Type 2 Diabetes and 
Nephropathy - SONAR:  Study of Diabetic Nephropathy with Atrasentan
Objectives:  The study objective is to evaluate the effect of Atrasentan compared with placebo on time 
to doubling of serum creatinine or the onset of end stage renal disease (ESRD) in subjects with type 2 
diabetes and nephropathy who are treated with the maximum tolerated labeled daily dose (MTLDD) of a 
Renin-Angiotensin System (RAS) inhibitor.  In addition, the study will assess the effects of Atrasentan 
compared with placebo on cardiovascular morbidity and mortality, urine albumin excretion, changes in 
estimated glomerular filtration rate (eGFR), as well as on the impact on quality of life in subjects with 
type 2 diabetes and nephropathy.
Investigators:  Multicenter study
Study Sites:  800 – 900 sites globally.
Study Population:  Subjects that have type 2 diabetes with nephropathy (eGFR of 
25 – 75 ml/min/1.73 m2 and a urinary albumin to creatinine ratio (UACR) ≥ 300 mg/g creatinine and 
< 5,000 mg/g).
Number of Subjects to be Enrolled:  Approximately 3,500 subjects will be randomized to the 
Double-Blind Treatment Period.
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Overall Study Design:

Methodology:
This is a prospective, randomized, double-blind, enriched-population, placebo-controlled, multicenter 
study.  Eligible subjects will proceed to a run-in period to optimize RAS inhibitor and diuretic doses.
Following the Run-in period, eligible subjects will enter the Enrichment Period in which all will receive 
Atrasentan 0.75 mg once daily (QD) to determine their UACR response and to assess tolerability of 
Atrasentan.  Approximately 2,500 responders (UACR reduction ≥ 30% from baseline) and 
approximately 1,000 non-responders (UACR reduction < 30% from baseline) will then be randomized 
1:1 into the double-blind treatment period.
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Methodology (Continued):
The duration of the Double-Blind Period is estimated to be approximately 6 years.  Subjects' doses of 
RAS inhibitors and diuretic should be stable during the treatment period and remain unchanged through 
the end of the study.  If at any time during the study there is an interruption or decrease of RAS inhibitor 
dose, resumption of the previous dose should be attempted within 1 month, according to the 
Investigator's medical judgment.  If there is significant worsening of peripheral edema or other 
symptoms of fluid overload, such as dyspnea with walking or lying down, during any of the treatment 
visits, the Investigator may adjust the diuretic dose as needed.  The study will continue until 425 distinct 
primary renal composite events (doubling of serum creatinine or the onset of ESRD) occurring in the 
responder population have been adjudicated by an independent Events Adjudication Committee (EAC).  
Subjects who reach the endpoint of doubling of serum creatinine or eGFR < 15 ml/min/1.73 m2 will 
remain on study drug until they reach chronic dialysis, renal transplantation or renal death or the 
completion of the trial.  If a subject stops taking study drug, every attempt will be made to keep him/her 
in the study by continuing scheduled study visits and restarting study drug if medically appropriate at the 
discretion of the Investigator.  After 425 events have occurred in the responder population, all subjects 
who have not permanently discontinued study drug will return for a Final Treatment visit and 45-day 
follow-up visit.  Subjects who were permanently discontinued from study drug will complete the next 
scheduled visit.  Upon study completion, eligible subjects will be invited to participate in an open-label 
study if their site is participating in the extension study to determine the long-term safety of Atrasentan.
Diagnosis and Main Criteria for Inclusion/Exclusion:
Main Inclusion:
To be eligible for initial entry into the study, subjects must meet all of the following criteria:

! Subject is 18 – 85 years of age at the initial Screening visit (S1).
! Subject, or legal representative, has voluntarily signed and dated an Informed Consent Form, 

approved by an Institutional Review Board (IRB)/Independent Ethics Committee (IEC), after 
the nature of the study has been explained and the subject has had the opportunity to ask 
questions.  The informed consent must be signed before any study-specific procedures are 
performed.

! Subject has type 2 diabetes (including patients with latent autoimmune diabetes or 
insulin-treated patients without a history of diabetic ketoacidosis who also have a negative 
anti-glutamic acid decarboxylase test AND an elevated post-prandial serum C-peptide level) 
and has been treated with at least one anti-hyperglycemic medication and ACEi/or ARB (RAS 
inhibitor) for at least 4 weeks prior to the Screening S2 visit.
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Diagnosis and Main Criteria for Inclusion/Exclusion (Continued):
Main Inclusion (Continued):
For entry into the Run-In Period, the subject must satisfy the following criteria:  

! Screening laboratory values:
o Estimated GFR 25 to 75 ml/min/1.73 m2 [until the eGFR cap on subjects (approximately 

300) with a baseline of > 60 mL/min/1.73 m2 is reached] and a UACR ≥ 300 and 
< 5,000 mg/g (≥ 34 mg/mmol and < 565 mg/mmol);

o Serum albumin ≥ 2.5 g/dL (25 g/L);
o BNP ≤ 200 pg/mL (200 ng/L);
o Serum Potassium ≥ 3.5 mEq/L (3.5 mmol/L) ≤ 6.0 mEq/L (6.0 mmol/L); and
o SBP ≥ 110 and ≤ 180 mmHg at any time during the Screening Period.

! Subjects on a MTLDD of a RAS inhibitor for ≥ 4 weeks and on a diuretic at the time of 
screening, and who satisfy the above criteria may proceed directly to the last visit in the Run-In 
Period (R6 visit).

! Subjects on a MTLDD RAS inhibitor for ≥ 4 weeks and not on a diuretic (unless medically 
contra-indicated) at the time of Screening will start with a diuretic and participate in Run-In for 
at least 2 weeks.

Main Exclusion:
Subjects meeting any of the following criteria will be excluded from the study:

! Subject has a history of severe peripheral edema or facial edema requiring diuretics unrelated 
to trauma or a history of myxedema in the prior 4 weeks to the initial Screening S1 visit.

! Subject has a history of pulmonary hypertension, pulmonary fibrosis or any lung disease 
requiring oxygen therapy (e.g., chronic obstructive pulmonary disease, emphysema).

! Subject has a documented diagnosis of heart failure, previous hospitalization for heart failure 
or current or constellation of symptoms (dyspnea on exertion, pedal edema, orthopnea, 
paroxysmal nocturnal dyspnea) felt to be compatible with heart failure, that was not explained 
by other causes, and for which there was a change in medication or other management directed 
at heart failure.

! Subject has known non-diabetic kidney disease (other than kidney stones).
! Subject has elevated liver enzymes (serum alanine aminotransaminase [ALT] and/or serum 

aspartate aminotransaminase [AST]) > 3 × the upper limit of normal (ULN).
! Subject is currently receiving rosiglitazone, moxonidine, aldosterone blockers, aliskiren, or a 

combination of ACEi and ARB.
Investigational Product: Atrasentan
Dose: 0.75 mg once daily (QD)
Mode of Administration: Oral
Reference Therapy: Placebo
Dose: Not Applicable
Mode of Administration: Oral
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Duration of Treatment:  Subjects will continue on randomized study treatment until discontinued from 
study drug.
Criteria for Evaluation:
Efficacy:
Primary Efficacy Endpoint:
Time to the first occurrence of a component of the composite renal endpoint:  doubling of serum 
creatinine (confirmed by a 30-day serum creatinine) or the onset of ESRD (eGFR < 15 ml/min/1.73 m2

confirmed by a 90-day eGFR, receiving chronic dialysis, renal transplantation or renal death).
Secondary Efficacy Endpoints:

! Time to a 50% eGFR reduction.
! Time to cardio-renal composite endpoint:  confirmed doubling of serum creatinine, ESRD, CV 

death, nonfatal myocardial infarction, nonfatal stroke.
! Time to first occurrence of a component of composite renal end-point: confirmed doubling of 

serum creatinine, or the onset of ESRD for all randomized subjects (pooled).
! Time to the CV composite endpoint:  CV death, nonfatal myocardial infarction and nonfatal 

stroke.
Pharmacokinetic:
Atrasentan clearance (CL/F) and volume of distribution (Vss/f) will be determined using population 
pharmacokinetic techniques.
Pharmacodynamic:
The relationship between Atrasentan exposure and clinical efficacy and/or safety response(s) may be 
explored.
Statistical Methods:
Analysis Datasets:
The following datasets will be used for the analysis of all efficacy and other non-safety endpoints.  For 
these analyses, subjects will be analyzed in the treatment group to which they were randomized.

! The Intention-to-treat (ITT) Responder Set will serve as the primary dataset for the analysis 
of efficacy in this study.  It will consist of all randomized subjects who achieve at least 30% 
reduction in UACR in the Enrichment Period (responders).

! The ITT Non-responder Set will consist of all randomized subjects who achieve less than 30% 
reduction in UACR in the Enrichment Period (non-responders).

! The ITT Pooled Set will consist of all randomized subjects (both responders and 
non-responders) and will be used for a pooled analysis of efficacy.

The following datasets will be used for the analysis of safety endpoints.  For these analyses, subjects will 
be analyzed according to the treatment they actually receive during the double-blind phase.

! The All Treated Responder Set includes all randomized subjects who achieve at least 30% 
reduction in UACR in the Enrichment Period and receive at least one dose of study drug during 
double-blind phase.

! The All Treated Non-responder Set includes all randomized subjects who achieve less than 
30% reduction in UACR in the Enrichment Period and receive at least one dose of study drug 
during double-blind phase.
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Statistical Methods (Continued):
Analysis Datasets (Continued):

! The All Treated Set includes all randomized subjects who receive at least one dose of study 
drug during double-blind phase.

Additionally, an All Atrasentan Set comprising all subjects who receive at least one dose of Atrasentan, 
including both Enrichment and Double-Blind Treatment Periods, is defined for the purposes of data 
analysis.
Sample Size Determination:
The sample size for the Double-Blind Treatment Period is based on the primary efficacy endpoint of 
time to the renal composite event comparing Atrasentan to placebo.  A total of 425 events in the ITT set 
is required to detect a 27% hazard reduction (HR of 0.73) with approximately 90% power using a log-
rank test at a two sided significance level of 0.05.  Based on the annual event rate in RENAAL study 
(~13%) and ALTITUDE (~3%), the estimate of the annual placebo event rate in the SONAR study is 
6%.  With the assumption of annual event rate of 6% in placebo group, 42-month accrual period, 
approximate 6 year duration of the Double-Blind Period and an annualized lost to follow-up rate of 2%, 
a total of about approximately 2,500 subjects who achieve at least 30% UACR reduction (responders) in 
the Enrichment Period (1,250 subjects per group) would be needed to be randomized.
In addition, approximately 1,000 subjects who achieve less than 30% UACR reduction in the 
Enrichment Period will also be randomized in a 1:1 ratio to Atrasentan or placebo.
Definition of Baseline:
For treatment comparisons and summaries based on the Double-Blind Treatment Period, baseline values 
refer to the last non-missing value observed prior to or at the time of randomization.  This includes 
treatment comparisons performed for the ITT analysis sets (ITT responder set, ITT non-responder set 
and the ITT pooled set).
For purposes of summarizing safety and efficacy for the Enrichment Period and the entire study 
treatment period (Enrichment and Double-Blind Treatment Period combined), baseline values refer to 
the last non-missing value observed prior to or pre-dose on the first day of Atrasentan therapy 
(Treatment Day 1) at the beginning of the Enrichment Period. 
For specific purposes, e.g., determination of doubling of serum creatinine, baseline values refer to the 
last non-missing value observed prior to or pre-dose on the first day of Atrasentan therapy at the 
beginning of the Enrichment Period.
Primary Efficacy Analysis:
A Cox proportional-hazard regression model will be performed on the ITT responder set to estimate the 
hazard ratio of Atrasentan to placebo and its 95% confidence interval.  The primary efficacy analysis for 
treatment comparison will also be conducted using a stratified log-rank test, adjusting for the following 
stratification factors:

! UACR level at the beginning of the Enrichment Period (≤ 1,000 mg/g [113 mg/mmol] or 
> 1,000 mg/g [113 mg/mmol]), and 

! UACR reduction during Enrichment Period (30% – < 45%, 45% – < 60%, and ≥ 60%).  
Kaplan-Meier (KM) estimates for cumulative event rates will be plotted.  
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Statistical Methods (Continued):
Primary Efficacy Analysis (Continued):
In addition, the individual components of the primary efficacy endpoint, i.e., the time to the 
first occurrence of doubling of serum creatinine (confirmed by a 30-day serum creatinine) and the time 
to the first occurrence of the onset of ESRD will be analyzed separately using the same methods as 
specified above.  In analyzing the individual components, first occurrence of only that specific endpoint 
will be considered as events.
Subgroup analyses for subgroups based on age, gender, race, geographical region and important baseline 
characteristics will also be performed.
Secondary Efficacy Analysis:
These pre-specified secondary efficacy endpoints are listed according to their clinical importance and 
will be analyzed in a hierarchical (step-down) fashion.  The analyses of these time-to-event endpoints of 
a 50% eGFR reduction (ITT responder set), a cardio-renal composite endpoint (ITT responder set), the 
composite renal endpoint (ITT pooled set), and the CV composite endpoint (ITT responder set), will 
follow the same methods as specified for the primary efficacy analysis.
Pharmacokinetics:
Population modeling techniques will be used to estimate population central values for Atrasentan 
clearance (CL/F) and volume of distribution (Vss/f), and post hoc values of these parameters for the 
individual subjects will also be estimated.  Additional parameters may be estimated if useful in the 
interpretation of the data.
Safety:
All safety analyses will be conducted on the all treated analysis sets (i.e., all treated responder set, all
treated non-responder set and all treated set, respectively) and the all Atrasentan analysis set (where 
indicated).  No formal statistical tests of treatment difference are planned.
Derivation of Safety Endpoints:
Safety data collected from the first dose up to 45-days post last dose in the double blind period will be 
included in the relevant analyses for the all treated analysis sets, unless otherwise specified in the 
Statistical Analysis Plan (SAP) document.  Safety data collected during the Enrichment Period will be 
summarized for exploratory purposes for the all Atrasentan analysis set.
Study Drug Exposure and Compliance:
The number of days on study drug will be summarized by treatment group and overall.  The number and 
percentage of subjects with at least 70% compliance with study drug at each visit will be summarized by 
treatment group and overall.
Adverse Events (AEs) Analyses:
All AEs will be coded using the Medical Dictionary for Regulatory Activities (MedDRA).  
Treatment-emergent AEs (i.e., AEs that begin or worsen in severity after initiation of study drug) 
throughout the follow-up period of the study will be summarized by the treatment group in descending 
order of overall frequency by MedDRA preferred term, as well as by system organ class (SOC) and 
MedDRA preferred term.  The incidence rates of treatment-emergent AEs for each treatment group will 
be summarized.  Additionally, the treatment-emergent AEs and serious adverse events (SAEs) will also 
be summarized by the relationship to study drug and their maximum severity.
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Statistical Methods (Continued):
Laboratory Data:
For each laboratory test, the mean change from baseline to the minimum, maximum, and to each visit 
will be summarized by treatment groups.  For selected laboratory tests of interests, the number and 
percentage of subjects whose laboratory value has shifted from normal at baseline to abnormally high or 
low at final will be tabulated by treatment group.
Interim Analysis:
An interim analysis of efficacy will be performed when the number of accrued primary events in the 
responder population is in the range of 50% to 75% of the targeted 425 events for the study.  An alpha-
spending function approach will be used to ensure that the overall one-sided type I error rate will be 
controlled at 0.025 or less.  In addition, an interim analysis of efficacy data for futility only may be 
performed at an earlier time point.  No adjustment to the type I error rate will be made for the futility 
assessment.
To preserve the integrity and the validity of trial data, an external Statistical Analysis Center will 
perform the requisite interim analyses and present the results to IDMC.  Further details of the interim 
analysis plan will be provided in the Statistical Analysis Plan (SAP) and IDMC Charter.  In making any 
decision to recommend discontinuation of the study, either for superior efficacy of Atrasentan or for 
futility, the IDMC shall be guided by a formal stopping rule described in the SAP.
Independent Data Monitoring Committee:
This study will have an IDMC composed of at least two external clinicians and one external statistician 
to review and make recommendations based on the results of the unblinded interim analysis and periodic 
reviews of the safety of Atrasentan. 
Adjudication of Potential Outcome Events:
An independent events adjudication committee (EAC), blinded to study treatment assignment, will 
adjudicate all events that have the potential to be considered endpoints that will be specified in the EAC 
charter.
Steering Committee:
A steering committee will be involved in the design and implementation of the study.  Its membership 
will be representative of the global nature of the study sites and regular meetings will be conducted to 
evaluate the conduct of the trial, including evaluations from the IDMC and EAC.
References:
Westfall PH, Krishen A.  Optimally weighted, fixed sequence and gatekeeper multiple testing 
procedures.  J Stat Plan Inference.  2001;99:25-40.

Section 1.3  List of Abbreviations and Definition of Terms
Subsection Abbreviations
Add:  "HR" and "KM"

HR Hazard ratio
KM Kaplan-Meier
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Section 5.1  Overall Study Design and Plan:  Description
Second paragraph, first sentence previously read:

The study was designed to randomize approximately 4,148 subjects to meet scientific and 
regulatory objectives without enrolling an undue number of subjects in alignment with 
ethical considerations.

Has been changed to read:

The study was designed to randomize approximately 3,500 subjects to meet scientific and 
regulatory objectives without enrolling an undue number of subjects in alignment with 
ethical considerations.  

Figure 1.  Study Schematic
Previously read:
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Has been changed to read:

Section 5.1  Overall Study Design and Plan:  Description
Subsection Run-In Period (Up to 12 Weeks) (Visits R1 – R6)
Fourth paragraph, first sentence previously read:

During the Run-In Period, BP control and tolerance to the new therapeutic doses will be 
assessed approximately every other week.

Has been changed to read:

During the Run-In Period, BP control and tolerance to the new therapeutic doses will be 
assessed approximately every other week (± 2 days).
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Section 5.1  Overall Study Design and Plan:  Description
Subsection Enrichment Period (6 Weeks) (Visits E1 – E5)
Heading "Serum Creatinine Elevation During Enrichment"
First paragraph, first sentence previously read:

Subjects must not have an increase in serum creatinine > 0.5 mg/dL (> 48 umol/L) AND 
> 20% from E1 to the E5 visit.

Has been changed to read:

Subjects must not have an increase in serum creatinine > 0.5 mg/dL AND > 20% from E1 
to the E5 visit.

Section 5.1  Overall Study Design and Plan:  Description
Subsection Enrichment Period (6 Weeks) (Visits E1 – E5)
Heading "Serum Creatinine Elevation During Enrichment"
Third paragraph previously read:

A responder/non-responder ratio design was set up to ensure proportional distribution to 
the expected enrollment.  The implementation of this ratio will be through the IRT system 
and will allow the randomization of 50 non-responders for every 150 responders that are 
randomized (1:3 proportion).  The ability to randomize non-responders will "turn on and 
off" based on the responder/non-responder ratio of randomization.  The non-responder 
arm will re-open to enrollment at any given time without notice, as the randomization 
scheme is applied, until enrollment of the 1000 subject non-responder arm of the protocol 
is complete.  

Has been changed to read:

A responder/non-responder ratio design was set up to ensure proportional distribution to 
the expected enrollment.  The implementation of this ratio will be through the IRT 
system.  The ability to randomize non-responders will "turn on and off" based on the 
responder/non-responder ratio of randomization.  The non-responder arm will re-open to 
enrollment at any given time without notice, as the randomization scheme is applied, until 
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enrollment of approximately 1,000 subjects in the non-responder arm of the protocol is 
complete.

Section 5.1  Overall Study Design and Plan:  Description
Subsection Randomization Visit
First paragraph, third sentence previously read:

If the non-responder cap is met, the IVRS/IWRS will inform the site that the subject 
cannot continue into the Double-Blind Treatment Period.  

Has been changed to read:

If the non-responder cap is met and a subject has achieved < 30% UACR reduction at the 
end of the Enrichment Period compared to baseline, the IVRS/IWRS will inform the site 
that the subject cannot continue into the Double-Blind Treatment Period.  

Section 5.1  Overall Study Design and Plan:  Description
Subsection Randomization Visit
Last paragraph, first sentence previously read:

Only 1,000 subjects in the non-responder population will be randomized.

Has been changed to read:

Approximately 1,000 subjects in the non-responder population will be randomized.

Section 5.1  Overall Study Design and Plan:  Description
Subsection Double-Blind Treatment Period (Randomization – Final Treatment Visit)
Third paragraph previously read:

T3 will occur 3 months after randomization (2 months after T1).

Has been changed to read:

T3 will occur 3 months (± 2 weeks) after randomization (2 months after T1).
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Section 5.1  Overall Study Design and Plan:  Description
Subsection Double-Blind Treatment Period (Randomization – Final Treatment Visit)
Fourth paragraph
Add:  new second sentence

The visit window for all Treatment Visits after T1 is ± 2 weeks.

Section 5.1  Overall Study Design and Plan:  Description
Subsection Double-Blind Treatment Period (Randomization – Final Treatment Visit)
Fourth paragraph, last sentence previously read:

Subjects will also be given supplies and instructions when required for the collection of 
1 FMV urine sample that needs to be collected within 1 day of the yearly treatment visit 
(T12, T36, T48).

Has been changed to read:

Subjects will also be given supplies and instructions when required for the collection of 
1 FMV urine sample that needs to be collected within 1 day of the yearly treatment visit 
(T12, T36, T48, etc).

Section 5.1  Overall Study Design and Plan:  Description
Subsection End Stage Renal Disease
First paragraph previously read:

ESRD will be defined as eGFR < 15 ml/min/1.73 m2 (confirmed by a 90-day eGFR), 
receiving chronic dialysis, renal transplantation or the occurrence of renal death.  Once an 
eGFR < 15 ml/min/1.73 m2 is reported the Investigator will be informed by the central 
laboratory.  The lab should be confirmed at the next 3 month scheduled visit or at an 
unscheduled visit at approximately 90 days.  If the subject misses the return visit, the visit 
should be rescheduled as soon as possible.  The Investigator will make all reasonable 
attempts to exclude reversible causes of elevation of serum creatinine such as volume 
depletion or nephrotoxic medication.  Once an eGFR < 15 ml/min/1.73m2 is confirmed 
at , the site will report the event in eClinical©, as described in Section 6.5.1, to begin the 
process of collecting the information required to have the event properly adjudicated by 
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the independent EAC.  Subjects who reach the endpoint of an eGFR < 15 ml/min/1.73 m2

will remain on study drug until they receive chronic dialysis or experience renal 
transplantation or the occurrence of renal death or until completion of the trial.

Has been changed to read:

ESRD will be defined as eGFR < 15 ml/min/1.73 m2 receiving chronic dialysis, renal 
transplantation or the occurrence of renal death.  Once an eGFR < 15 ml/min/1.73 m2 is 
reported the Investigator will be informed by the central laboratory.  The lab should be 
confirmed at the next 3 month scheduled visit or at an unscheduled visit at approximately 
90 days (confirmatory values within the intended study visit window will be acceptable).  
If the subject misses the return visit, the visit should be rescheduled as soon as possible.  
The Investigator will make all reasonable attempts to exclude reversible causes of 
elevation of serum creatinine such as volume depletion or nephrotoxic medication.  Once 
an eGFR < 15 ml/min/1.73m2 is confirmed, the site will report the event in eClinical©, as 
described in Section 6.5.1, to begin the process of collecting the information required to 
have the event properly adjudicated by the independent EAC.  Subjects who reach the 
endpoint of an eGFR < 15 ml/min/1.73 m2 will remain on study drug until they receive 
chronic dialysis or experience renal transplantation or the occurrence of renal death or 
until completion of the trial.

Section 5.1  Overall Study Design and Plan:  Description
Subsection End Stage Renal Disease
Last paragraph
Add:  new third sentence

For subjects receiving chronic dialysis or renal transplantation, laboratory samples will be 
collected at the Follow-Up (F1) visit or any remaining study visits at the discretion of the 
Investigator.  
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Section 5.1  Overall Study Design and Plan:  Description
Subsection Premature Discontinuation and Retention
Last paragraph, third sentence previously read:

Whenever possible, Investigators should encourage subjects to continue with study 
assessments even after they discontinue taking study drug during the Double-Blind 
Treatment Period.  

Has been changed to read:

Whenever possible, Investigators should encourage subjects to continue with on-site study 
assessments even after they discontinue taking study drug during the Double-Blind 
Treatment Period.  

Section 5.1  Overall Study Design and Plan:  Description
Subsection Premature Discontinuation and Retention
Last paragraph, sixth, seventh, and eighth sentence previously read:

If the subject is unable or unwilling to undergo planned assessments, study staff should 
make telephone contact and encourage subjects to allow further assessments.  The 
telephone assessments will consist of a phone call to the subject every 3 months until the 
study end.  Procedures to be performed during the telephone contact include, but not 
limited to, eliciting information regarding concurrent medications, occurrence of renal and 
cardiovascular events, ask about recent laboratory values, and inquire as to whether the 
subject has started receiving chronic dialysis.

Has been changed to read:

If the subject is unable or unwilling to undergo on-site assessments for an upcoming 
quarterly visit, study staff should make telephone contact and encourage subjects to allow 
further assessments.  Telephone assessments should only be utilized when necessary.  As 
part of the telephone assessment, the site will elicit or collect information regarding, but 
not limited to, concurrent medications, occurrence of renal and cardiovascular events 
including chronic dialysis, and local laboratory reports (if available).  
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Section 5.1  Overall Study Design and Plan:  Description
Subsection Premature Discontinuation and Retention
Heading "Home Visits"
Add:  new heading title and text

Home Visits

In exceptional cases, visiting nurse services may be available for use, as needed.  Sponsor 
approval will be required prior to implementation of the nursing service.  Study activities 
such as local or central laboratory sample collection and processing may be conducted in 
the home or non-hospital/clinic environment by qualified individuals.

Subject Withdrawal

Section 5.1  Overall Study Design and Plan:  Description
Subsection Premature Discontinuation and Retention
Last paragraph, eighth sentence previously read:

It is expected that subjects who leave the study and stop taking study drug will agree to 
remain for follow-up status evaluations.

Has been changed to read:

It is expected that subjects who permanently discontinue study drug will agree to remain 
for follow-up status evaluations.  

Section 5.1  Overall Study Design and Plan:  Description
Subsection Open-Label Extension Study
Previously read:

Upon study completion, those subjects who have completed the Final Treatment visit and 
the Follow-Up (F1) visit will be invited to participate in an open-label study to determine 
the long-term safety and efficacy of Atrasentan 0.75 mg QD.
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Has been changed to read:

Upon study completion, eligible subjects will be invited to participate in an open-label 
study if their site is participating in the extension study to determine the long-term safety 
of Atrasentan.

Section 5.2.1  Inclusion Criteria
Criterion 5, first bullet previously read:

Estimated GFR 25 to 75 mL/min/1.73 m2 and a UACR ≥ 300 and < 5,000 mg/g 
(≥ 34 mg/mmol and < 565 mg/mmol);

Has been changed to read:

Estimated GFR 25 to 75 mL/min/1.73 m2 [until the eGFR cap on subjects (approximately 
300) with a baseline of > 60 mL/min/1.73 m2 is reached] and a UACR ≥ 300 and 
< 5,000 mg/g (≥ 34 mg/mmol and < 565 mg/mmol);

Section 5.2.1  Inclusion Criteria
Criterion 7, last bullet previously read:

● Subject must not have an increase in serum creatinine > 0.5 mg/dL 
(> 48 umol/L) AND > 20% increase from the beginning of Enrichment (E1) 
to the end of the Enrichment Period.

Has been changed to read:

● Subject must not have an increase in serum creatinine > 0.5 mg/dL AND 
> 20% increase from the beginning of Enrichment (E1) to the end of the 
Enrichment Period.

Male subjects must satisfy the following criteria from initial study drug administration 
through 90 days after last dose of study drug:
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Section 5.2.2  Exclusion Criteria
First paragraph previously read:

A subject will not be eligible for study participation if he/she meets any of the following 
criteria:

Has been changed to read:

A subject will not be eligible for entry into the Run-in Period if he/she meets any of the 
following criteria:

Section 5.2.2  Exclusion Criteria
Criterion 3 previously read:

Subject has a documented diagnosis of heart failure, previous hospitalization for heart 
failure or current or constellation of symptoms (dyspnea on exertion, pedal edema, 
orthopnea, paroxysmal nocturnal dyspnea) felt to be compatible with heart failure, that 
was not explained by other causes, and for which there was a change in medication or 
other management directed at heart failure.

Has been changed to read:

Subject has a documented diagnosis of heart failure, previous hospitalization for heart 
failure or current constellation of symptoms (dyspnea on exertion, pedal edema, 
orthopnea, paroxysmal nocturnal dyspnea) felt to be compatible with heart failure, that 
was not explained by other causes, and for which there was a change in medication or 
other management directed at heart failure.

Section 5.2.2  Exclusion Criteria
Criterion 19, last sentence previously read: 

Women who are surgically sterile or have a history of hysterectomy may not be 
premenopausal.
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Has been changed to read:

Women who are surgically sterile or have a history of hysterectomy may not necessarily 
be postmenopausal, and must also have an FSH > 35 IU/L.

Table 1.  Study Activities
Activity "Complete Chemistryj" previously read:

Complete Chemistryj

Has been changed to read:

Complete Chemistry

Table 1.  Study Activities
Table note "d." previously read:

T12, T24, T36, and T48.

Has been changed to read:

T12, T24, T36, T48, etc.

Table 1.  Study Activities
Table note "i." previously read:

Updates.

Has been changed to read:

Complete medical history, including history of tobacco and alcohol use and colonoscopy 
history, will be obtained during initial Screening visit and updated through the 
Enrichment Period E1.
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Table 1.  Study Activities
Table note "k.," last sentence previously read:

FMV is not required for subjects who present for the Randomization visit and are not 
randomized and a Final Treatment visit is conducted instead of a randomization.

Has been changed to read:

FMV is not required for subjects who present for the Randomization visit and are not 
randomized and a Final Treatment visit is conducted instead of a Randomization visit.

Table 1.  Study Activities
Table note "w.," second sentence previously read:

The IVRS/IWRS call at the Final Treatment/PD visit is only for study 
completion/premature discontinuation.

Has been changed to read:

The IVRS/IWRS call at the Final Treatment/PD visit is only for the discontinuation of 
study drug.

Section 5.3.1.1  Study Procedures
Subsection Post-Discontinuation Visits/Phone Calls
Last paragraph, first sentence previously read:

If the subject is unable or unwilling to undergo planned assessments, study staff should 
make telephone contact and encourage subjects to allow further assessments.  

Has been changed to read:

If the subject is unable or unwilling to undergo on-site planned assessments, study staff 
should make telephone contact and encourage subjects to allow further assessments.  
Telephone assessments should only be utilized when necessary.
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Section 5.3.1.1  Study Procedures
Subsection Post-Discontinuation Visits/Phone Calls
Last paragraph, third sentence previously read:

Procedures to be performed during the telephone contact include, but not limited to, 
eliciting information regarding concurrent medications, occurrence of renal and 
cardiovascular events, and SAEs, and ask about recent laboratory values, and inquire as to 
whether the subject has started receiving chronic dialysis.

Has been changed to read:

Procedures to be performed during the telephone contact include, but not limited to, 
eliciting and collecting information regarding concurrent medications, occurrence of renal 
and cardiovascular events, SAEs, local laboratory reports (if available), and inquire as to 
whether the subject has started receiving chronic dialysis.

Table 2.  Reminder Phone Calls
Study Period "Yearly Visits (i.e., T12, T36, T48)" previously read:

Yearly Visits (i.e., T12, T36, T48)

Has been changed to read:

Yearly Visits (i.e., T12, T36, T48, etc).



Atrasentan
M11-352 Protocol Amendment 7
EudraCT 2012-005848-21

160

Table 2.  Reminder Phone Calls
Study Period "Final Treatment/Premature Discontinuation Visit" and "F1 Visit" 
previously read:

Study Period Study Day Call Description

Final Treatment/ 
Premature 
Discontinuation 
Visit

Approximately 
2-3 days prior to the 
Final Treatment/ 
Premature 
Discontinuation visit.

Call the subject to remind them to initiate their 
first morning void urine sample the day prior to their 
T48/Premature Discontinuation visit.  Also remind them 
to initiate their 24-hour urine collection (if the subject 
consented) immediately after their third first morning 
void urine has been collected.  Remind the subject to 
bring their diary to the visit.

F1 Visit Approximately 
2 days prior to the 
F1 visit.

Call the subject to remind them to initiate their 
first morning void urine sample the 2 days prior to their 
F1 visit.  Also remind the subject that they must fast for 
8 hours prior to the visit and hold their morning dose of 
antihyperglycemic agents prior to their F1 visit.

Has been changed to read:

Study Period Study Day Call Description

Final Treatment/ 
Premature 
Discontinuation 
Visit

Approximately 
2-3 days prior to the 
Final Treatment/ 
Premature 
Discontinuation visit.

Call the subject to remind them to initiate their 
first morning void urine sample the day prior to their 
Final Treatment/Premature Discontinuation visit.  
Remind the subject to bring their diary to the visit.

F1 Visit Approximately 
2 days prior to the 
F1 visit.

Call the subject to remind them to initiate their first 
morning void urine sample the 2 days prior to their F1 
visit.  Also remind them to initiate their 24-hour urine 
collection (if the subject consented) immediately after 
the first morning void urine has been collected.  At this 
time, also remind the subject that they must fast for 
8 hours prior to the visit and hold their morning dose of 
antihyperglycemic agents prior to their F1 visit.

Section 5.3.1.1  Study Procedures
Subsection Clinical Laboratory Tests
Second paragraph
Add:  new second sentence

In exceptional cases, test results from a local laboratory may be acceptable.
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Section 5.3.1.1  Study Procedures
Subsection First Morning Void (FMV) Urine Sample Collections
Second paragraph, second sentence previously read:

One first morning void sample collection will be obtained prior to the Treatment visit T1, 
the yearly visits (T12, T36, and T48), the Final Treatment/Premature Discontinuation 
visit, and the Follow-Up Visit F1.

Has been changed to read:

One first morning void sample collection will be obtained prior to the Treatment visit T1, 
the yearly visits (T12, T36, T48, etc.), the Final Treatment/Premature Discontinuation 
visit, and the Follow-Up Visit F1.

Section 5.3.1.1.1  24-Hour Urine Collection Sub-Study (Additional Consent Needed)
First paragraph, first sentence previously read:

The 24-hour urine collection will be collected six times during the study for each subject 
that consents to participate in this optional sub-study up to a limit of 400 subjects.

Has been changed to read:

The 24-hour urine collection will be collected as outlined in Table 4 during the study for 
each subject that consents to participate in this optional sub-study up to a limit of 
800 subjects.

Table 4.  Study Activities for Optional 24-hour Urine Sub-Study
Header row, column "Yearly" previously read:

Yearly

Has been changed to read:

Yearly*
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Table 4.  Study Activities for Optional 24-hour Urine Sub-Study
Add:  new table note "*"

T12, T24, T36, T48, etc.

Section 5.3.1.2  Blood Samples for Pharmacogenetic Analysis
"AbbVie Sample Receiving," "Phone:" and "Fax:" previously read:

Phone:
Fax:

Has been changed to read:

Phone:
Fax:

Section 5.3.2.1  Collection of Samples for Pharmacokinetic Analysis
First paragraph
Delete:  second sentence

A total of 14 blood samples per subject are planned to be collected for pharmacokinetic 
(PK) analysis.  

Section 5.3.2.1  Collection of Samples for Pharmacokinetic Analysis
First paragraph, last sentence previously read:

Immediately after collection, the blood samples will be inverted several times to ensure 
good mixing of the blood and anticoagulant, and be placed in an ice bath.

Has been changed to read:

Immediately after collection, the blood samples will be inverted several times to ensure 
good mixing of the blood and anticoagulant.

Section 5.3.3.1  Primary Variables
Section title previously read:

Primary Variables
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Has been changed to read:

Primary Endpoint (Adjudicated)

Section 5.3.3.1  Primary Variables
Previously read:

Time to the first occurrence of a component of the composite renal endpoint:  doubling of 
serum creatinine (confirmed by a 30-day serum creatinine) or the onset of ESRD (eGFR 
< 15 ml/min/1.73m2 confirmed by a 90-day eGFR, receiving chronic dialysis, renal 
transplantation or renal death).

Has been changed to read:

Time to the first occurrence of a component of the composite renal endpoint:  doubling of 
serum creatinine (confirmed by a 30-day serum creatinine) or the onset of ESRD (eGFR 
< 15 ml/min/1.73m2 (confirmed by a 90-day eGFR), receiving chronic dialysis, renal 
transplantation or renal death).

Section 5.3.3.3  Additional Endpoints
Third bullet previously read:

● Change in eGFR to 45 days after end of treatment.

Has been changed to read:

● Change in eGFR after 3 months post randomization treatment.
● Change in eGFR to 45 days after end of treatment (or final observation on 

treatment).

Section 5.3.5  Pharmacokinetic Variables
First sentence previously read:

Plasma concentrations of Atrasentan and its possible metabolites will be obtained at all 
treatment visits.
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Has been changed to read:

Plasma concentrations of Atrasentan and its possible metabolites will be obtained at the 
treatment visits outlined in Table 1.

Section 5.4.2  Discontinuation of Entire Study
First paragraph, first sentence previously read:

AbbVie may terminate this study prematurely, either in its entirety or at any study site, for 
reasonable cause provided that written notice is submitted in advance of the intended 
termination.

Has been changed to read:

AbbVie may terminate this study prematurely, either in its entirety or at any study site, for 
reasonable cause (e.g., early study termination after interim futility or efficacy analyses) 
provided that written notice is submitted to the site(s) in advance of the intended 
termination.  

Section 5.4.2  Discontinuation of Entire Study
Last paragraph previously read:

Following study termination for any reason, all subjects who have not withdrawn or died 
must be contacted.  At this time, subjects who have not permanently discontinued study 
drug will be scheduled for the Final Treatment visit and will be scheduled for the 
Follow-Up Visit (F1).  In subjects who were permanently discontinued from study drug, a 
phone call can be completed to solicit information about any potential endpoint events and 
SAEs since the previous visit.

Has been changed to read:

Following study termination for any reason, all subjects must be contacted.  At this time, 
subjects who have not permanently discontinued study drug will be scheduled for the 
Final Treatment visit and Follow-Up Visit (F1).  In subjects who were permanently 
discontinued from study drug, the next scheduled on-site visit (preferred) or phone call 
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(only if the subject is unable or unwilling to undergo on-site assessments) should be 
completed to solicit and collect information about any potential endpoint events, SAEs, 
and local laboratory reports for values such as serum creatinine and eGFR since the 
previous visit or phone call.

Section 5.4.3  Study Completion
First paragraph, last sentence previously read:

Upon reaching Study Completion, the sponsor (or designee) will contact the Investigators 
to inform them of Study Completion and request all subjects who have not withdrawn or 
died be contacted and scheduled for the Final Treatment Visit and Follow Up visit (F1).  

Has been changed to read:

Upon reaching Study Completion, the Sponsor (or designee) will contact the Investigators 
to inform them of Study Completion and request all subjects be contacted.  Subjects who 
have not permanently discontinued from study drug will be scheduled for the Final 
Treatment Visit and Follow Up visit (F1).  Subjects who were permanently discontinued 
from study drug should complete the next scheduled visit or phone call to solicit 
information about any potential endpoint events, SAEs, and laboratory values such as 
serum creatinine and eGFR since the previous visit or phone call (refer to Premature 
Discontinuation and Retention section).

Section 5.4.3  Study Completion
Last paragraph, first sentence previously read:

The EAC will track the number of positively adjudicated primary renal events and the 
events undergoing adjudication.

Has been changed to read:

The Sponsor will track the number of positively adjudicated primary renal events and the 
events undergoing adjudication.
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Section 5.5.5  Blinding
First sentence previously read:

Both the Investigator and the subject will remain blinded to the subject's treatment group 
during the double-blind treatment period of the study.

Has been changed to read:

Both the Investigator and the subject will remain blinded to the subject's treatment group 
during the double-blind period of the study.

Section 5.5.5.1  Blinding of Data for Independent Data Monitoring Committee 
(IDMC)
Fourth and fifth sentence previously read:

In addition, the IDMC will review the pre-planned interim futility analysis results.  The 
study can be stopped for futility if the criteria defined in Section 8.1.5 are met.

Has been changed to read:

In addition, the IDMC will review the pre-planned interim analyses and make 
recommendations guided by the formal stopping rules described in the statistical analysis 
results plan (SAP).

Section 5.6.4  Selection of Doses in the Study
First paragraph, last sentence previously read:

After enrichment, subjects may be randomized to receive a maximum of 0.75 mg QD of 
ABT-627 for up to 48 months.

Has been changed to read:

After enrichment, subjects may be randomized to receive a maximum of 0.75 mg QD of 
ABT-627 for up to approximately 6 years.
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Figure 2.  Adverse Event Collection
Previously read:

SAEs
SAEs and Non-Serious AEs

Elicited and/or Spontaneously Reported
Potential Endpoints 

and SAEs
∃ ∃ ∃ ∃

Consent 
Signed

Study 
Drug 
Start

Study 
Drug 

Stopped

45 Days after 
Study Drug 

Stopped

Final Visit

Has been changed to read:

* Final visit refers to final subject contact as referenced in Section 5.4.2 and Section 5.4.3.

Section 6.5  Adverse Event Reporting
"Renal Safety Management:"
Delete:  building number



Atrasentan
M11-352 Protocol Amendment 7
EudraCT 2012-005848-21

168

Section 6.5  Adverse Event Reporting
"Primary Study Designated Physician:" previously read:

Has been changed to read:

Section 6.5.1  Potential Endpoint Reporting
Section title and text previously read:

6.5.1 Potential Endpoint Reporting

The Investigator or designee will report potential endpoints through a Web Portal 
(eClinical©) within 5 days of being aware of potential event.  The vendor (George 
Clinical) will work with the site to obtain pertinent information to complete a case packet.  
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Once the packet is confirmed complete by George Clinical, they will assign to the EAC 
committee for review and adjudication.  The Investigator will be notified on the outcome 
of the review.  Details of the process are listed in the site manual.  The following events 
will be reported by the site in eClinical© for subjects in the Double-Blind Treatment 
Period:

● Doubling of Serum Creatinine
● ESRD
● Death
● Nonfatal Stroke
● Nonfatal MI
● Heart Failure (hospitalized and non-hospitalized; including those events 

occurring during the Enrichment Period)

Has been changed to read:

6.5.1 Potential Endpoint Reporting for Adjudication

The Investigator or designee will report potential endpoints through a Web Portal 
(eClinical©) within 5 days of being aware of potential event.  The vendor (George 
Clinical) will work with the site to obtain pertinent information to complete a case packet.  
Once the packet is confirmed complete by George Clinical, they will assign to the EAC 
committee for review and adjudication.  Details of the endpoint reporting process are 
listed in the Endpoint Reporting site manual.

The following events will be reported by the site in eClinical© for subjects in the 
Enrichment Period: 

● Death
● Nonfatal Stroke
● Nonfatal MI
● Heart Failure (hospitalized and non-hospitalized) 
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The following events will be reported by the site in eClinical© for subjects in the Double-
Blind Treatment Period including subjects who continue follow-up after premature 
discontinuation of study drug during the Double-Blind Treatment Period:

● Doubling of Serum Creatinine
● ESRD
● Death
● Nonfatal Stroke
● Nonfatal MI
● Heart Failure (hospitalized and non-hospitalized)

The Sponsor may request reporting of additional safety-related events into eClinical©.

Section 7.0  Protocol Deviations
Contact information previously read:

Primary Contact: Alternate Contact:
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Has been changed to read:

Primary Contact: Alternate Contact:

Section 8.1  Statistical and Analytical Plans
First paragraph, first and second sentence previously read:

All statistical analyses with between treatment comparisons are conducted for the 
Double-Blind Treatment Period.  Testing of treatment group differences between the 
Atrasentan arm and placebo arm will be conducted at a two-sided significance level of 
0.05 (suitably adjusted for group-sequential testing and multiplicity for the primary and 
secondary endpoints).  

Has been changed to read:

All statistical analyses with between treatment comparisons are conducted for the 
Double-Blind Period.  Testing of treatment group differences for efficacy endpoints 
between the Atrasentan arm and placebo arm will be conducted at a two-sided 
significance level of 0.05 (suitably adjusted for group-sequential testing and multiplicity 
for the primary and secondary endpoints).  

Section 8.1  Statistical and Analytical Plans
Second paragraph previously read:

The primary efficacy endpoint of the study is the time to first occurrence of a renal 
composite event defined as either doubling of serum creatinine (confirmed by a 30-day 
serum creatinine) or the onset of ESRD.  Approximately 4,148 subjects (3,148 subjects 
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who achieve at least 30% reduction in UACR in the Enrichment Period and 1,000 subjects 
who achieve less than 30% reduction in UACR in the Enrichment Period) will be 
randomized in a 1:1 ratio to 2 treatment groups:  placebo or Atrasentan 0.75 mg/day.

Has been changed to read:

The primary efficacy endpoint of the study is the time to first occurrence of an adjudicated 
renal composite event defined as either doubling of serum creatinine (confirmed by a 
30-day serum creatinine) or the onset of ESRD in subjects who achieve at least 30% 
reduction in UACR in the Enrichment Period (responders).  Approximately 3,500 subjects 
(2,500 subjects who achieve at least 30% reduction in UACR in the Enrichment Period 
and approximately 1,000 subjects who achieve less than 30% reduction in UACR in the 
Enrichment Period) will be randomized in a 1:1 ratio to 2 treatment groups:  placebo or 
Atrasentan 0.75 mg/day.

Section 8.1.2  Demographic, Other Baseline Characteristics, Subject Disposition and 
Concomitant Medication
Subsection Definition of Baseline
First paragraph, first sentence previously read:

For treatment comparisons and summaries based on the Double-Blind Treatment Period, 
baseline values refer to the last non-missing value observed prior to or at the time of 
randomization.

Has been changed to read:

For treatment comparisons and summaries based on the Double-Blind Period, baseline 
values refer to the last non-missing value observed prior to or at the time of 
randomization.
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Section 8.1.2  Demographic, Other Baseline Characteristics, Subject Disposition and 
Concomitant Medication
Subsection Definition of Baseline
Second paragraph previously read:

For determination of doubling of serum creatinine, values obtained prior to Enrichment 
will be used as reference values.

Has been changed to read:

For determination of doubling of serum creatinine, baseline values refer to the last non-
missing value observed prior to or pre-dose on the first day of Atrasentan therapy at the 
beginning of the Enrichment Period.

Section 8.1.2  Demographic, Other Baseline Characteristics, Subject Disposition and 
Concomitant Medication
Subsection Definition of Baseline
Last paragraph 
Add:  new second and third sentence

For the Enrichment Period, initial UACR is computed as the geometric mean of UACR 
collected at Visits R6 and E1, and final UACR is computed as the geometric mean of the 
UACR values collected at Visits E4 and E5, provided at least three UACR values are 
available in each case.  UACR will be considered to be missing otherwise.

Section 8.1.2  Demographic, Other Baseline Characteristics, Subject Disposition and 
Concomitant Medication
Subsection Analysis
Second paragraph 
Delete:  third sentence

P values for the treatment difference in the discontinuation rate and that for each primary 
reason will be provided using Fisher's exact test at the significance level of 0.05.  

Section 8.1.3.1  Primary Efficacy Analyses
Section title previously read:

Primary Efficacy Analyses
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Has been changed to read:

Primary Efficacy Analyses (Responders)

Section 8.1.3.1  Primary Efficacy Analyses
First paragraph
Delete:  second sentence 

For determination of doubling of serum creatinine, values obtained prior to Enrichment 
will be used as reference values.

Section 8.1.3.1  Primary Efficacy Analyses
Second paragraph previously read: 

The primary efficacy analysis for treatment comparison will be conducted on the ITT 
responder set for the primary efficacy endpoint using a stratified log-rank test, adjusting 
for the following stratification factors.

Has been changed to read:

A Cox proportional-hazard regression model will be performed on the ITT responder set 
to estimate the hazard ratio of Atrasentan to placebo and its 95% confidence interval.  The 
primary efficacy analysis for treatment comparison will be conducted using a stratified 
log-rank test, adjusting for the following stratification factors.

Section 8.1.3.1  Primary Efficacy Analyses
Delete:  first bullet

Geographical region (North America, Latin America, Europe, Asia Pacific, and Japan),

Section 8.1.3.1  Primary Efficacy Analyses
Third paragraph, last sentence previously read:

A Cox proportional-hazards regression model with treatment group and the above 
stratification factors as explanatory variables will be performed to estimate the hazard 
ratio of events comparing placebo to Atrasentan and its 95% confidence interval.
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Has been changed to read:

A Cox proportional-hazards regression model with treatment group and the relevant 
factors (defined in the Statistical Analysis Plan) as explanatory variables will be 
performed to estimate the hazard ratio of events comparing placebo to Atrasentan and its 
95% confidence interval.

Section 8.1.3.1  Primary Efficacy Analyses
Last paragraph previously read:

Subgroup analyses for subgroups based on age, gender, race and important baseline
characteristics will also be performed.

Has been changed to read:

Subgroup analyses for subgroups based on age, gender, race, geographical regions and 
important baseline characteristics will also be performed.

Section 8.1.3.4  Efficacy Analyses for the 24-Hour Urine Sub-Study
First paragraph previously read:

Twenty-four-hour urine will be collected at baseline (prior to the Enrichment Period), and 
subsequently at the E5, T12, visits yearly and F1 visit thereafter in a subset of subjects.

Has been changed to read:

Twenty-four-hour urine will be collected prior to dosing in the Enrichment Period 
(Visit E1), and during enrichment at Visit E5, 12 months after randomization (Visit T12), 
yearly thereafter and at the follow-up visit (Visit F1) for each subject that consents to 
participate in this optional sub-study up to a limit of 800 subjects.
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Section 8.1.3.5  Multiplicity
Last paragraph, first sentence previously read:

To control the family-wise type I error rate at 0.05, each secondary endpoint will be tested 
at a 0.05 level (two-sided) following a hierarchical (step-down) multiple testing 
procedure.

Has been changed to read:

To control the family-wise type I error rate at 0.05, each secondary endpoint will be tested 
at the interim or final analysis only when the primary endpoint is statistically significant at 
the corresponding analysis using the same alpha level as the alpha spent for the primary 
endpoint at the interim or final analysis, respectively, following a hierarchical (step-down) 
multiple testing procedure.  

Section 8.1.4  Safety Analyses
Subsection Derivation of Safety Endpoints
First sentence previously read:

Safety data collected from randomization up to the 45-day Follow-Up Visit will be 
included in the relevant analyses for the all treated analysis sets, unless otherwise 
specified in the Statistical Analysis Plan (SAP) document.

Has been changed to read:

Safety data collected from the first dose up to 45 days post last dose in the Double-Blind 
Period will be included in the relevant analyses for the all treated analysis sets, unless 
otherwise specified in the Statistical Analysis Plan (SAP) document.

Section 8.1.4.1  Adverse Events (AEs) Analyses
Item 5 and 6 previously read:

5. A summary of the number and percentage of subjects with possibly or probably drug-
related treatment-emergent adverse events by primary MedDRA system organ class 
and preferred term.
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6. A summary of the number and percentage of subjects with treatment-emergent 
adverse events by primary MedDRA system organ class, preferred term and maximum 
relationship to study drug.

Has been changed to read:

5. A summary of the number and percentage of subjects with drug-related treatment-
emergent adverse events by primary MedDRA system organ class and preferred term.

Section 8.1.4.4  ECG Analyses
Add:  new last sentence

Shifts from baseline at each visit where ECG data is collected will be summarized 
similarly.

Section 8.1.5  Interim Analysis
Previously read:

One futility analysis of the primary efficacy endpoint will be performed when
approximately 50% of the events (total of adjudicated and unadjudicated) required for 
completion of the trial are available.  The primary analysis will be based on the 
EAC-adjudicated events.  Supportive analyses will also be based upon both the total of 
adjudicated and unadjudicated events.  A futility stopping boundary is specified using 
Gamma (–6) as the beta-spending function (Hwang et al).  An alpha spending of 0.0009 
using a Gamma (–8) function will also be applied to the interim analysis.  Hence for the 
final analyses, the primary efficacy endpoint will be tested at an expected nominal alpha 
level of 0.0498.  The final adjustment will be based on the exact number of 
EAC-adjudicated events observed for the interim analysis.

To preserve the integrity and the validity of trial data, an external Statistical Analysis 
Center will perform the interim analysis.
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Has been changed to read:

An interim analysis of efficacy will be performed when the number of accrued primary 
events in the responder population is in the range of 50% to 75% of the targeted 
425 events for the study.  An alpha-spending function approach will be used to ensure that 
the overall one-sided type I error rate will be controlled at 0.025 or less.  In addition, an 
interim analysis of efficacy data for futility only may be performed at an earlier time 
point.  No adjustment to the type I error rate will be made for the futility assessment.  

To preserve the integrity and the validity of trial data, an external Statistical Analysis 
Center will perform the requisite interim analyses and present the results to IDMC.  
Further details of the interim analysis plan will be provided in the Statistical Analysis Plan 
(SAP) and IDMC Charter.  In making any decision to recommend discontinuation of the 
study, either for superior efficacy of Atrasentan or for futility, the IDMC shall be guided 
by a formal stopping rule described in the SAP.

Section 8.1.6  Independent Data Monitoring Committee (IDMC) and Independent 
External Statistician
First paragraph, second sentence previously read:

The IDMC membership and responsibilities, and details of the interim analysis and safety 
reviews, will be documented in a charter that will be prepared prior to the first IDMC 
review meeting.

Has been changed to read:

The IDMC membership and responsibilities, and details of the interim analyses and safety 
reviews, will be documented in a charter that will be prepared prior to the first IDMC 
review meeting.
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Section 8.1.6  Independent Data Monitoring Committee (IDMC) and Independent 
External Statistician
Fourth and fifth paragraph previously read:

The first IDMC meeting will occur after the first 30 subjects with a UACR < 30% 
(non-responders) are randomized and have completed the T1 visit or after the 
first 100 subjects have completed the enrichment period, whichever occurs first.  The 
second IDMC meeting will occur after the first 100 subjects are randomized.  
Subsequently IDMC meetings will occur approximately every 6 months and, if necessary, 
at times other than those scheduled if either the Sponsor or the IDMC determines that an 
unplanned meeting is warranted based on safety concerns.

The IDMC will review unblinded efficacy data at the single interim futility analysis as 
specified in Section 8.1.5.

Has been changed to read:

The first IDMC meeting will occur after the first 30 subjects with a UACR < 0% 
(non-responders) are randomized and have completed the T1 visit or after the 
first 100 subjects have completed the enrichment period, whichever occurs first.  The 
second IDMC meeting will occur after the first 100 subjects are randomized.  
Subsequently IDMC meetings will occur after 25%, 50%, and 75% of the primary end-
points have occurred.  In addition, the IDMC will meet at least every 6 months and, if 
necessary, at times other than those scheduled if either the Sponsor or the IDMC 
determines that an unplanned meeting is warranted based on safety concerns.

The IDMC will make recommendation(s) to AbbVie (Sponsor representative) based on 
their review.  The Sponsor representative will accept or reject the IDMC's 
recommendation.

The IDMC will review unblinded efficacy data as specified in Section 8.1.5.
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Section 8.2  Determination of Sample Size
First paragraph, second previously read:

A total of 425 events in the ITT set are needed to detect a 27% hazard reduction (HR of 
0.73) with 90% power at two-sided alpha level of 0.05.

Has been changed to read:

A total of 425 events in the ITT set are needed to detect a 27% hazard reduction (HR of 
0.73) with approximately 90% power at two-sided alpha level of 0.05.  

Section 8.2  Determination of Sample Size
First paragraph, last sentence previously read:

With the assumption of annual event rate of 6% in placebo group, 24-month accrual 
period, approximate 48-month double-blind treatment duration, and the discontinuation 
rate is 15%, a total of 3,148 subjects who achieve at least 30% reduction in UACR 
(responders) during the Enrichment Period (1,574 subject per group) are needed for 
randomization.

Has been changed to read:

With the assumption of annual event rate of 6% in placebo group, 42-month accrual 
period, approximate 6 year duration of the Double-Blind Period, and an annualized lost to 
follow-up rate of 2%, a total of approximately 2,500 subjects who achieve at least 30% 
reduction in UACR (responders) during the Enrichment Period (1,250 subjects per group) 
are needed for randomization.

Section 8.2  Determination of Sample Size
Second and third paragraph previously read:

In addition, a maximum of 1,000 subjects who achieve less than 30% reduction in UACR 
(non-responders) in Enrichment period will also be randomized in a 1:1 ratio to 
Atrasentan treatment or placebo since it has not been determined whether Atrasentan can 
reduce long-term CKD progression in this population.
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A blinded event rate calculation is planned before the enrollment is completed to confirm 
or potentially revise the event rate assumption and sample size for the study.

Has been changed to read:

In addition, approximately 1,000 subjects who achieve less than 30% reduction in UACR 
(non-responders) in Enrichment period will also be randomized in a 1:1 ratio to 
Atrasentan treatment or placebo since it has not been determined whether Atrasentan can 
reduce long-term CKD progression in this population.

Section 8.3  Randomization Methods
Last bullet previously read:

UACR reduction during the Enrichment Period:  < 0% (capped at 250); 0% to < 15% and 
15% to < 30% (capped at 750); 30% to < 45%, 45% to < 60% and ≥ 60%.

Has been changed to read:

UACR reduction during the Enrichment Period:  < 0% (approximately at 250); 0% to 
< 15% and 15% to < 30% (approximately at 750); 30% to < 45%, 45% to < 60% and 
≥ 60%.

Section 8.3  Randomization Methods
Last paragraph previously read:

Randomization of non-responders will be distributed chronologically throughout the study 
in a 1:3 proportion to the number of responders randomized in an attempt to maintain 
proportionate balance between the two populations (e.g., in terms of rate of primary 
events and representation of global regions).  The implementation of the 
responder/non-responder ratio will be through the IRT system and will allow the 
randomization of 50 non-responders for every 150 responders that are randomized.

Has been changed to read:

A strategy will be utilized to provide gating of subjects into the responder and non-
responder groups in order to allow for temporal similarity in accrual of subjects and 
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relatively similar exposure times on study drug.  The implementation of the 
responder/non-responder ratio will be through the IRT system.

Appendix B.  List of Protocol Signatories
Previously read:

Name Title Functional Area
Clinical
Clinical
Clinical
Clinical
Statistics
Clinical
Pharmacokinetics
Global Drug Supply Management

Has been changed to read:

Name Title Functional Area
General Medicine Therapeutic Area
General Medicine Therapeutic Area
Clinical
Data and Statistical Sciences, Statistics
Bioanalysis
Pharmacokinetics and 
Pharmacodynamics
Clinical Drug Supply Management




